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_ FORMUtATIW 6 



cmttratioM Mowing equal dos« of tro different formula- 
tion* of the same cardiac glycoside, and 4 pgftaL so* w pre- 
sents the minimum toxic concentration (MTV) and 2 ?g/j»L 
represents the ML'' i _ .• i . : » .<.. .ihhoufih 
effective, may also be toxic, while Forniwtotioa B produces 
cotw«Btnition* well above the MEC but never tchi* s • • * ■ • . 
levels. 

Tun* of Peak Concentration—The second parameter of 
import -mce is the mea*uri-nc * 1 iw neces- 

sary to achieve the maximum concentration after drag ad- 
ministration. This time is < ..*>• : '• ' : ;*ak blood 
conccntr iti" i L> 1 i > • i < i i i rhe time 

necessary to «chu \ > \» il . 1 ' ' . 1 hr; for 

. ; Formulation B it » 4 hr. This parameter is related closely to 
•} . ,* t , f t -> I « i ! 1 i ' 
i u n ;,t ii • i! Mj I ' • iz- . * - 1* * . ,.' . 

1 il u l-it it i , t in' i j ,> i ■ i t ■ ur.es in Fig 
76*8 now represent two formulations of art analgesic and that 

Jn this case the tBiatauaeffc' • • -,^2j4g/mL 

i : il' i*i 's ,1 ,i |l ,!•!,< • *' % U f i . • - a i i 

i' « i ! ) Obviously, 

more Interested in the duration of. the analgesic effect than 
on the time of onset. Formulation B would present more 
s-a-taint-d activity, auJnUutotag m rum concentrations above 
the MEC for a longer time (8 hr) than Formulation A (5% 
hr). 

Arm Under the I n I h- third, 

and sometimes the mo*' important parameter for evalua- 
tion, is the area under th* serum, blood or plasma c 



• nil to assume, from }< tatemei. iSv '•»>-• ' 
significant difference* were detected,** that two drug 4 - 

I > l-t t ,« t> '< 'I ' f | I t 1 '.l-.ll! 

for statistically significant difference* is that the two prod- 
Therefore, if the data presented are highly variable (large 

standard t' 1 i<% ' n ! r ,,i h i ■ I hi* 

, V ' •' then- '.-.Hi n» ^t:.i:v-i.'.,!:y i 

difference between an AUC of 100 unit* {*») versus an AUC 
..; j'i Hi.it.- ' ) in ; ' >• ' <l< 

, i ii<, si th ti ib- M r- t. "..ii* 1 1|>: 
that the data were too variable from patient to v •• . • ■ 
the statistics to be able to detect a 60-unit (%) difference in 
areas, even if it existed. 

There are two types of errors associated with any statisti- 
cal test. These are 



t. Mpia («) Errer— Thk it the mm with whfci 
famiKw »aA fa tl» *w»r amacktoi *Jth the ftatemew 
beeBawUywdMJitist! c.iliv " <• <•« w » tfc» pwUMfi t y 
value) bv ssay<ng th* two tr 

{he KM. It rtsouM b* ootett thai while hsftlrfy ss| 
red ace die alpha trior. t.V . , 

the two treat'.. ■ • . *' . • wh*n is f»et t 

I'.l l i. I rr r 1 t - 1 

V , • !<• i ' 

the aiairnisini p< : 

with »n o error «fp< 0.05 Is rtsdaoed, the I) tmc she 
incr*»« in »t >* «nd # *»« 

r I t i' i >.!-'.. 1 .:'*> " " ' 




f . * - (t<. ,*raJierwim« orvei ootamed for two OHfer- 

i r ' « • c t < t • . ' n 



rule of thumb) must be re«valuated for each drug product 
tested based on the clinical perfonHance of the drug. 

Statistical analysis alto can go to the other extrem t. F or 
example, teste might show that an AUC of 100 units i I 
was sUtistically significantly different from art AUC of 90 



